In humans, many receptors governing the activity of NK cells are encoded in two distinct genomic regions: the leukocyte receptor complex (LRC) on chromosome 19 contains receptors of the immunoglobulin (Ig) superfamily such as killer Ig-like receptors (KIRs), leukocyte Ig-like receptors (LILRs) or NKp46 [6] . On the other hand, there is the NK cell gene complex (NKC) on chromosome 12 encoding for receptors of the C-type lectinlike superfamily [3, 7] . For many of the NKR genes present in the human NKC, there are orthologues in the mouse NKC, a syntenic region on chromosome 6. In contrast, for most genes of human Ig-like NKRs there are no corresponding loci on the mouse LRC on chromosome 7 [3, 6] .
NKC-encoded C-type lectin-like receptors (CTLRs) were classified as group V receptors of the C-type lectinlike superfamily [8, 9] . Typically, they are type II transmembrane glycoproteins with a single extracellular Ctype lectin-like domain (CTLD). Most of them occur as disulfide-linked homo-or heterodimers. They are also atypical C-type lectins, as their CTLD lacks the amino acids critical for Ca 2+ binding, and therefore, lost the capacity to bind carbohydrates. Instead, most NKC-encoded CTLRs engage well-defined proteinaceous ligands [3, 8] . An exception is the pattern recognition receptor dectin-1 (encoded by CLEC7A in the NKC) on myeloid cells that binds carbohydrate structures of fungal cell walls [10] .
The overall structure of NKC-encoded CTLR starts with an amino-terminal cytoplasmic domain, followed by a single transmembrane domain, a stalk region of variable length and the CTLD with a carboxyterminal appendix [3] . Further, typical features of the CTLD are the so-called 'WIGL' motif, representing hydrophobic amino acids of the CTLD core structure (located in the central ␤ 2 strand), and 6 conserved cysteines that further stabilize the CTLD by forming intramolecular disulfide bonds [3, 8] .
NKC genes have been subgrouped into 'killer cell lectin-like receptor' (KLR) genes and 'C-type lectin receptor' (CLEC) genes, with KLR genes encoding for CTLR on NK cells, and CLEC genes designating all remaining genes [9] . Apart from this functional distinction, there are no clearcut structural or sequence-related hallmarks paralleling this classification. However, KLR and CLEC genes themselves can be further divided into subfamilies according to the sequence relatedness of the respective CTLD. Examples are the KLRA family encoding for mouse Ly49 receptors, the KLRC family encoding for NKG2 receptors (except NKG2D), the KLRB/F family encoding for NKRP1 receptors, and the CLEC2 family [9] . The latter includes the genes for CD69, for mouse Clr molecules and for the human CTLRs designated 'KACL', 'AICL' and 'LLT1' which are absent in rodents. These CLEC2 glycoproteins share unique sequence features in the CTLD such as a conserved 'FLkRy' motif in the carboxyterminal half of the ␣ 2 helix, a short L3 loop (preceding the ␤ 3 strand), and a frequent lack of cysteines 4 and 5 that are highly conserved in other CTLRs [11] [12] [13] . Hitherto, structural data are only available for the CLEC2 family member CD69, suggesting that the FLkRy motif critically contributes to the dimerization of CLEC2 molecules [11, 12] . A short L3 loop in CLEC2 molecules may also render the disulfide bond between cysteines 4 and 5 dispensable that otherwise tacks the L2/L3 loop structure to the ␤ -pleated sheet formed by the ␤ 3 and ␤ 4 strands [11, 12] .
Notably, CLEC2 genes are intercalated with KLRB/F genes in a subregion of both the human and the mouse NKC. In 2003, a seminal study reported that certain NKRP1 receptors modulate the activity of mouse NK cells by engaging members of the CLEC2 family, thereby critically advancing our understanding of the immunobiology of these two CTLR families [14] . Here, we review the current knowledge on NKRP1 and CLEC2 receptors, their expression and functional interaction.
Mouse NKRP1 Receptors
Over 30 years ago, first surface structures defining murine NK cells were described by means of monoclonal antibodies modulating the activity of NK cells [15, 16] . One of these first NK cell-specific structures has been named 'NK1.1' and is expressed on NK cells of certain mouse strains such as C57BL/6 [15, 17] . Meanwhile, NK1.1 is known to represent an allelic variant encoded by the NKRP1 gene family member Nkrp1c [17] . NK1.1 as a prototypic member of the NKRP1 family has been widely used for the characterization and activation of mouse NK cells and, together with the Ly49 receptors, was the 'founding member' of the NKC [3, 7] .
Nkrp1c is an activating receptor, as NK1.1-specific antibodies trigger degranulation and IFN-␥ secretion by mouse NK cells [18] . Activating signals by Nkrp1c are transduced through association with the immunoreceptor tyrosine-based activation motif (ITAM)-bearing adaptor Fc R ␥ I facilitated by an arginine in the transmembrane region of Nkrp1c [18] . Apart from Nkrp1c, there are at least four additional NKRP1 receptors in mice: the inhibitory receptor Nkrp1b (including the allelic variant Nkrp1d in C57BL/6), as well as Nkrp1a, Nkrp1f and Nkrp1g [3, 19, 20] ( fig. 1 ). Nkrp1e appears to be a pseudogene as no Nkrp1e-derived cDNA encoding for a bona fide CTLD could be obtained [19] . Whereas most NKRP1 genes are almost monomorphic, both Nkrp1b and Nkrp1c exhibit a substantial polymorphism among various mouse strains [19] .
Insights into the biology of Nkrp1 receptors apart from Nkrp1c were long hampered by the lack of specific reagents. Recently, Aust and colleagues [20] reported a novel set of monoclonal antibodies specifically detecting Nkrp1a, Nkrp1d and Nkrp1f in C57BL/6 mice. Using these reagents, Nkrp1a and Nkrp1f were detectable on virtually all NK cells derived from spleen and bone marrow albeit at low levels, whereas Nkrp1d is expressed by only about half of splenic NK cells [20] . In contrast to Nkrp1c, Nkrp1a and Nkrp1f were found to be expressed in a highly NK-specific manner, as resting and activated T cells including NK1.1 + T cells were completely negative [20] . An earlier report found abundant Nkrp1f transcripts in bone marrow-derived dendritic cells (DCs), but corresponding surface expression of Nkrp1f remains to be confirmed [21] . An arginine residue in the transmembrane domains of both Nkrp1a and Nkrp1f implied an activating function analogous to Nkrp1c, but contrary to expectations, antibody-mediated cross-linking of Nkrp1a and Nkrp1f did not enhance NK cell effector functions such as cytotoxicity and cytokine secretion [20] . In Nkrp1b, there is a functional immunoreceptor tyrosine-based inhibitory motif (ITIM) at the amino terminus of the cytoplasmic region mediating the reported inhibitory function [14, 22] . An ITIM-like motif is also present in the cytoplasmic portion of Nkrp1g, likewise suggesting an inhibitory function, but thus far, Nkrp1g expression could not be assessed due to the lack of a specific detection reagent. 
Mouse NKRP1 Receptors Engage Genetically Linked Clr Molecules
Initially, ligands of Nkrp1 receptors were identified in an approach employing reporter cells with Nkrp1 hybrid receptors and soluble Nkrp1 multimers [14] . Intriguingly, Nkrp1d and Nkrp1f were reported to engage CTLRs of the CLEC2 family encoded in close genetic linkage to their respective receptors [14] . Nkrp1f was shown to specifically interact with Clr-g, whereas allelic variants of Nkrp1b specifically bind to Clr-b [14, 23] . Accordingly, ectopic overexpression of Clr-b reduced the susceptibility of cell lines to cytolysis by interleukin (IL)-2-activated NK cells isolated from C57BL/6 mice [14] . Physiological expression of Clr-b had only a minor effect on NK cell cytolysis, indicating that expression levels critically determine the functional impact of Nkrp1b/Clr-b interactions [20, 23] . With regard to functional consequences of Nkrp1f/Clr-g interaction, a costimulatory role has been suggested during T-cell activation with activated T cells upregulating Clr-g that may interact with Nkrp1f on bone marrow-derived DCs [21] . These were the first reports showing that certain C-type lectin-like NKRs encoded in the NKC specifically interact with likewise C-type lectin-like ligands shedding light on the previously neglected group of NKCencoded Clr proteins. Thus far, no ligands have been described for other Nkrp1 family members including Nkrp1c, and it remains to be determined whether these ligands are likewise recruited from the Clr cohort.
Mouse Clr Molecules
In mice, there are at least 9 genes of the CLEC2 family (CD69, Clr-a to Clr-h). Apart from CD69, 7 of these CLEC2 genes potentially encode for functional Clr molecules, whereas Clr-e appears to be a pseudogene as its coding sequence contains numerous stop codons ( fig. 1 ) [19, 24] . CLEC2 genes are of low polymorphism and map between the loci of Nkrp1a and CD69 to the centromeric portion of the mouse NKC [7, 19, 24] . Up to now, there is rather limited knowledge on the expression and function of most Clr proteins. The best characterized family member by far is Clr-b: Clr-b is expressed by almost all hematopoietic cells and was shown to specifically bind to the inhibitory receptor Nkrp1b/d [14, 23] . Clr-b exhibits a broad tissue expression, similar to that of MHC class I, and Clr-b expression has also been specifically reported for osteoclasts [25] . Accordingly, adult Clr-b-deficient mice suffer from osteopenia, but do not exhibit apparent immune function defects [25] . Notably, Clr-b downregulation has been observed for many tumor cell lines, thus favoring NK cell-mediated lysis [23] . Very recently, genotoxic stress has been shown to negatively modulate Clr-b expression, an observation further promoting the concept of MHC-independent regulation of NK cell function by NKRP1 receptors [26] . In this regard, Clr-b appears inversely regulated to ligands of the activating receptor NKG2D that are inducibly expressed upon genotoxic stress [1, 5] . Likewise, in contrast to NKG2D ligands, infection with rat cytomegalovirus (RCMV) is associated with a drastic drop in levels of rat Clr-b transcripts. RCMV-infected cells maintain inhibitory signals by expression of the RCMV-encoded Clr-b surrogate RCTL (or RCMV C-type lectin) engaging Nkrp1b [27] .
Apart from Clr-b, expression and function of other Clr genes are barely characterized: Clr-g transcripts have been detected in bone marrow-derived DCs, macrophages, lymphokine-activated killer cells and activated T cells [14, 21, 24] . Clr-f transcripts have been reported for IL-2-activated NK cells and some tissues [24] . No data are available for tissue expression of Clr-a, Clr-c, Clr-d and Clr-h, respectively. In rats, similar sets of NKRP1 and CLEC2 genes have been described, including the interaction between the corresponding Nkrp1 receptors and Clr molecules [28, 29] . Obviously, studies so far have provided rather basic information on expression and receptor/ligand interaction of Nkrp1 receptors and Clr molecules, and we are just at the beginning of the quest for a better understanding of the immunological relevance of these CTLRs.
NKR-P1A, an Inhibitory NKRP1 Receptor in Humans
The only generally recognized human homologue of the rodent Nkrp1 family is NKR-P1A/CD161 based on an amino acid sequence identity of 46% to Nkrp1d. NKR-P1A is encoded by the gene KLRB1 located at the telomeric end of the human NKC [18] ( fig. 1 ) and expressed on the majority (approximately 73-97%) of human peripheral blood NK cells [30] . NKR-P1A is also present on about 25% of peripheral blood T cells, preferentially on those with a memory phenotype [30] . Notably, the majority of intraepithelial T cells in the small intestine expresses NKR-P1A [31] , and recently, all IL-17-producing T-cell subsets were shown to share surface expression of NKR-P1A due to the activity of the transcription factor 'retinoic acid-related orphan receptor C' (RORC) [32] . NKR-P1A is considered an inhibitory receptor, although there are some conflicting data for NKR-P1A-expressing T cells, as discussed elsewhere [33] . For NK cells, NKR-P1A engagement inhibits cytotoxicity and cytokine secretion [34, 35] . Accordingly, there is a noncanonical ITIM sequence at the amino terminus of the NKR-P1A cytoplasmic domain similarly to mouse Nkrp1b. Acid sphingomyelinase has also been reported as an intracellular interaction partner of NKR-P1A, with NKR-P1A cross-linking leading to acid sphingomyelinase activation and ceramide production, as well as subsequent downstream activation of Akt and proliferation [36] . It is currently unclear how this mechanism contributes to the immunological function of NKR-P1A.
In view of the findings of genetically linked Nkrp1-Clr receptor/ligand pairs in mice, it was suggested that NKR-P1A may interact with the CLEC2 family member LLT1 that is encoded by the CLEC2D gene approximately 60 kb apart from the KLRB1 gene in the human NKC [3, 37] . This supposition was promptly verified by two independent studies reporting LLT1 as the natural ligand for human NKR-P1A ( fig. 2 ) [34, 35] . Functional analysis of the LLT1/NKR-P1A interaction demonstrated that ectopic expression of LLT1 on target cells reduces NK cell-mediated cytotoxicity and partially inhibits IFN-␥ secretion [34, 35] . These results confirmed an inhibitory function of NKR-P1A, as suggested by earlier antibody-based experiments [30] . The capacity of LLT1 to inhibit NK cell function may also be exploited by tumors to escape from NK cell attack, as the expression of LLT1 was described for malignant glioma impairing NK cell cytotoxicity [38] .
Endogenously, LLT1 is expressed by various B-cell lines and upregulated on activated B cells, as well as on plasmacytoid and myeloid DCs stimulated with Toll-like receptor ligands [33] . Based on these results, it was proposed that LLT1 upregulation in the course of Toll-like receptor-mediated DC maturation may contribute to the observed resistance of mature DCs towards cytolysis by NK cells [33] . Similar mechanisms may apply for activated B cells introducing LLT1 as a potential regulator of the interaction of NK cells with DCs and B cells [33] .
The function of NKR-P1A for T-cell responses remains unclear. One study reported that NKR-P1A interaction stimulates IFN-␥ secretion by polyclonal T cells [34] , whereas a second study found no modulation of effector responses by CD4 and CD8 T cells upon NKR-P1A engagement apart from an occasional reduction in tumor necrosis factor (TNF) secretion by CD8 T cells [33] . Other reports implicated NKR-P1A in the transendothelial migration of resting CD4 T cells and ␥ ␦ T cells [39] .
NKp80 and NKp65 -Activating NKRP1 Receptors in Humans
Whereas both activating and inhibitory Nkrp1 receptors were described in rodents, NKR-P1A was considered the only human Nkrp1 homologue without an activating counterpart. However, more recent studies indicate that the receptor NKp80 encoded by the gene KLRF1 (in the same subregion of the human NKC) ( fig. 1 ) [40, 41] may represent the activating counterpart to NKR-P1A. In 2001, NKp80 was identified during a search for novel surface molecules specifically expressed by human NK cells and characterized as disulfide-linked homodimeric CTLR on virtually all NK cells [41] . Antibody-mediated cross-linking of NKp80 triggered Ca 2+ influx as well as redirected NK cell cytotoxicity, where cytotoxicity correlated with the coexpression of the activating receptor NKp46 [41] . In direct cytolysis assays, NKp80 apparently contributed to the NK cell cytotoxicity against phytohemagglutinin-activated T-cell blasts, suggesting that the latter express an NKp80 ligand [41] .
Apart from NK cells, there is also surface NKp80 on subpopulations of cytotoxic T cells [41] [42] [43] : NKp80 is present to a variable extent on human ␣ ␤ CD8 T cells (mean 22%, range 5-55%) and ␥ ␦ T cells (mean 26%, range 6-65%) [42, 43] . On ␣ ␤ CD8 T cells, NKp80 is strictly confined to the effector memory and terminal effector subsets that exhibit an NK cell-like phenotype and costimulates their T-cell receptor-activated effector responses such as cytotoxicity and IFN-␥ secretion [43] . NKp80 is also expressed on some T cells and virtually all NK cells of macaques where it likewise exerts an activating function [44, 45] , whereas no NKp80-related receptors were identified in rodents (approximately 28% amino acid sequence identity between NKp80 and mouse Nkrp1 receptors). Signaling events subsequent to NKp80 engagement have remained unknown. In contrast to the activating mouse NKRP1 receptor Nkrp1c and most other activating human NKRs, the transmembrane domain of NKp80 contains no charged amino acids, and therefore, an association with ITAM-bearing signaling adaptors such as Fc RI ␥ , CD3 or DAP12 appears unlikely.
Recently, a novel CTLR most closely related to NKp80 and encoded in proximity to the KLRF1 locus by the KLRF2 gene was reported ( fig. 1 ) [46] . According to its calculated molecular mass and in analogy to NKp80, this receptor was termed 'NKp65' and characterized as a nondisulfide-linked homodimeric cell surface receptor [46] . Like NKp80, NKp65 triggers NK cell cytotoxicity in assays of redirected cytolysis. But unlike NKp80, NKp65 is not detectably expressed on human peripheral blood NK or T cells, although NKp65 cDNA was originally cloned from IL-2/IL-12-stimulated peripheral blood NK cells [46] . So far, significant surface expression of NKp65 has been noted only for the NK cell line NK92 and its derivative NK92MI [46] , and hence, cells physiologically expressing NKp65 and the determining factors of NKp65 expression in vivo await elucidation. Interestingly, the amino terminus of the NKp65 cytoplasmic domain harbors a tyrosine-containing sequence motif that matches the consensus of a so-called 'hemi-ITAM' (i.e. DEDGYxxL) as deduced from Syk-recruiting motifs of dectin-1/ CLEC7A and CLEC-2/ CLEC1B [47] (please note that CLEC-2 is the common name of the CLEC1B gene product, but is not a member of the CLEC2 family of proteins). Both dectin-1 and CLEC-2 are also NKC-encoded CTLRs, but their expression is restricted to certain myeloid cells such as macrophages (dectin-1) or platelets (CLEC-2). Mutation of the amino-terminal tyrosine 7 in NKp65 abrogated the capacity of NKp65 to trigger cytotoxicity [46] , supporting the notion that NKp65 may signal via a hemi-ITAM and Syk kinase. Correspondingly, we recently also identified a hemi-ITAM-like sequence in the cytoplasmic domain of NKp80 that becomes phosphorylated at tyrosine 7 and is critically involved in NKp80 signaling [48] .
NKp80 Engages AICL Promoting the Cross-Talk between NK and Myeloid Cells
Based on the reports that mouse Nkrp1 receptors are genetically linked with their ligands recruited from the Clr/CLEC2 protein family [14, 23] , human members of the CLEC2 family encoded in the proximity to the KLRF1 locus were assayed for binding to NKp80. In fact, it turned out that the CTLR AICL encoded by the CLEC2B gene acts as a natural ligand of NKp80 ( fig. 2 ) [42] . CLEC2B and KLRF1 genes are located just 7 kb apart in a tail-to-tail orientation ( fig. 1 ) . AICL transcripts are broadly detectable in peripheral blood granulocytes, monocytes and lymphocytes, and transcript levels are increased upon treatment with phorbol myristate acetate (PMA) [42, 49] . AICL-specific antibodies revealed AICL expression on myeloid cells such as monocytes, macrophages and granulocytes [42] . Whereas NKG2D ligands are broadly present on many tumor cell lines, AICL was only found on a few malignant cell lines of myeloid origin [42, 50] . A recent study also reported AICL expression by some non-hematopoietic cell lines and liver cancer specimens [51] .
In functional terms, NKp80/AICL interaction promotes cytolysis of malignant, AICL-expressing cells by NK cells and effector memory CD8 T cells [42, 43, 51] . AICL expression on monocytes is enhanced by lipopolysaccharide and, in the presence of lipopolysaccharide or inflammatory cytokines, NKp80/AICL interaction stimulates an activating cross-talk between NK cells and monocytes as well as between effector memory CD8 T cells and macrophages [42, 43, 52] . Hence, this NKC-encoded receptor/ligand pair may promote immune responses in early phases of infection or during chronic inflammation. Since there are no sequence homologues for both AICL and NKp80 in rodents, investigating the in vivo function of this receptor/ligand pair remains challenging. However, there is first evidence that the stimulation of immune responses via NKp80/AICL interaction is targeted by pathogens: the immune evasion gene K5 of Kaposi's sarcoma-associated herpesvirus has been reported to downregulate not only the NKG2D ligands MICA and MICB, but also AICL [53] . It remains to be shown whether other viruses that frequently interfere with NK cell-mediated immunosurveillance such as adenoviruses or CMV likewise evolved strategies to intercept NKp80/AICL interaction.
NKp65 Engages KACL Facilitating the Immunorecognition of Keratinocytes
The latest addition to the human CLEC2 gene family is CLEC2A, a gene localized between KLRF2 and CLEC12A in the human NKC ( fig. 1 ) [13, 46] . The delayed description of CLEC2A and its product KACL is likely due to its unusual and restricted expression pattern that is fundamentally different from the other human CLEC2 genes CLEC2B (encoding for AICL), CD69/CLEC2C and CLEC2D (LLT1). Whereas transcripts of the latter are abundantly present in hematopoietic cells of the peripheral blood and detectable in most tissues, CLEC2A transcripts are mostly restricted to human skin, with only very low levels detectable in some other tissues including bone marrow, spleen and gonadal tissues [13, 46] . Like many other CTLR genes, CLEC2A gives rise to several alternatively spliced transcripts with only one transcript (designated 'CLEC2A1' ) yielding a glycoprotein detectable at the cell surface (i.e. KACL) [13] . Again, in contrast to other human CLEC2 family members, KACL homodimers are not disulfide linked and lack both cysteines 4 and 5 of the CTLD [46] . Notably, both cysteines are also absent from mouse Clr-b and Clr-g. Similarly to AICL, pronounced cell surface expression of KACL was only observed for the myeloid cell line U937, whereas KACL was not detectable on non-hematopoietic cell lines [13, 46] . KACL is broadly expressed by freshly isolated keratinocytes in line with the skin-associated KACL transcripts. Reports on KACL expression by activated peripheral blood lymphocytes are inconsistent [46, 54] .
Ectopic expression of KACL rendered cells susceptible to cytotoxicity by NK92MI cells and suggested the existence of an activating KACL receptor. Identification of NKp65 as KACL receptor was guided by the principle of genetic linkage, also applying to the respective genes KLRF2 and CLEC2A that localize in a tail-to-tail orientation only 2.5 kb apart next to the gene pair KLRF1/ CLEC2B ( fig. 1 ). Similarly to KACL, but in contrast to other human NKRP1 receptors, NKp65 homodimers are not disulfide linked, and the affinity of the NKp65/KACL interaction is considerably higher (K d approximately 12 n M ) [46] than the affinity of the NKp80-AICL interaction (K d approximately 4 M ) [42] or of the NKR-P1A-LLT1 interaction (K d above detection range; our unpubl. observations). Apart from the interactions between adjacently encoded NKRP1 and CLEC2 receptors, no additional crisscross binding was detected between these NKRP1 and CLEC2 receptors by two studies [46, 55] , whereas a third study also reported an interaction between NKR-P1A and KACL (alias PILAR) [54] . In functional terms, NKp65/KACL interaction readily triggers cytotoxicity and IFN-␥ secretion by NKp65-expressing NK92MI cells and also stimulates effector responses of the latter towards keratinocytes [46] . Hence, NKp65 facilitates the dedicated immunorecognition of keratinocytes and may fulfill a yet unappreciated role in the immunosurveillance of human skin. Here, characterization of NKp65-expressing cells will be a key factor in evaluating this notion when appropriate NKp65-specific antibodies become available. Similarly to NKp80 and AICL, no related sequences for NKp65 and KACL are described for rodents, although genes encoding for apparent homologues of NKp65 and KACL are present in genomes of chimpanzee, rhesus macaque and cow, respectively.
Concluding Remarks
Emerging evidence documents that the human NKC also encodes for several genetically coupled receptor/ligand pairs recruited from members of the NKRP1 and CLEC2 families as originally reported for the mouse NKC. Based on sequence comparisons, NKR-P1A and its ligand LLT1 were considered the only human homologues of mouse Nkrp1 and Clr molecules, respectively. However, we would like to argue that NKp80/AICL and NKp65/KACL should likewise be grouped into this class of receptor/ligand pairs based on the following characteristics: (1) tight genetic linkage of receptor and ligand; (2) CLEC2-specific sequence hallmarks shared between LLT1, AICL, KACL and mouse Clr molecules as outlined above, and (3) amino-terminal immunoreceptor tyrosine-based signaling motifs shared between NKp80, NKp65, NKR-P1A and most mouse Nkrp1 receptors. At the moment, we are just at the beginning to understand the immunological relevance of these NKRP1/CLEC2 receptor/ligand pairs, and therefore, it is difficult to assess whether the respective human and mouse NKRP1/ CLEC2 receptor pairs also fulfill similar functions in vivo. Thus far, most data are available for mouse Nkrp1b/d engaging Clr-b, which has been interpreted as a second layer of 'missing self' recognition independent of MHC class I. Whereas the rather ubiquitous expression of Clrb, and its downregulation by RCMV, as well as genotoxic stress appear in support of this hypothesis, our knowledge of other members of the NKRP1 and CLEC2 families, their expression, ligands and function is too fragmentary at this point. Restricted tissue expression of CLEC2 family members such as AICL and LLT1 (hematopoietic cells), KACL (skin) and certain members of the mouse Clr family [24] (our unpubl. observations) also raise the possibility that certain NKRP1/CLEC2 receptor/ligand systems may specifically be involved in the regulatory cross-talk between immune cells or in maintaining tissue-specific immunity. Future studies on these peculiar genetically linked receptor/ligand pairs can be expected to broaden our view on NK cell biology.
